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Arguments in Support of Pre-Appeal Brief Request for 10/025,274 

I. The Obviousness Rejection of Instant Claim 43 is Inappropriate as a Matter 

of Law 

In the final Action dated February 13, 2007, claim 43 (and dependent claims) were 
rejected on the basis of obviousness over Coffee (U.S. Patent 6,252,129) in view of McDonald et 
al. (U.S. Patent 6,120,799) or Yang et al. (Neuroreport, Vol 8, pages 2355-2358). Specifically, 
the Examiner alleges Coffee teaches application of a wound coverage material to injuries 
(including thermal injuries) and a matrix for the wound coverage material comprising growth 
factors and DNA. The Examiner further asserts that McDonald and Yang each teach the use of 
cationic liposomes containing cholesterol for the application of growth factors to external 
wounds. However, as the Examiner notes Coffee does not teach the use of cationic cholesterol 
containing liposomes (page 5, paragraph 2). Furthermore, neither McDonald nor Yang teach 
methods for treating an individual with a thermal (burn) injury or methods for treating a 
hypermetabolic response to a thermal injury. The Examiners assertion of obviousness is in 
appropriate for the following reasons. 

First, as detailed in a previous response (November 22, 2006), there would be no 
motivation to combine Coffee with either McDonald or Yang to treat a hypermetabolic response 
to a burn injury. A skilled artisan seeking to modify the methods of Coffee to attenuate a 
hypermetabolic response would not be motivated to use liposomes of McDonald or Yang since 
these references do not concern thermal wounds nor do they concern methods for treating a 
hypermetabolic responses. Furthermore, neither Yang nor McDonald indicate that there is any 
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advantage in the use of a cationic cholesterol containing liposome. Thus, there is no explicit or 
implicit motivation to combine the references of record. 

Second, there would be no reasonable expectation of success in the combination of any of 
the references of record in treating a hypermetabolic response resulting from thermal injury. 
Specifically, since there was no suggestion in the art regarding the ability of liposomes (to say 
nothing cationic cholesterol containing liposomes) to attenuate a hypermetabolic response, it 
would be completely unpredictable that the liposomes (with or without a nucleic acid encoding a 
growth factor) of McDonald or Yang could be used for such a purpose. There must be at least 
some degree of predictability for there to be a reasonable expectation of success (MPEP 
§2143.03, In re Rinehart, 531 F.2d 1048, 189 USPQ 143 (CCPA 1976)). In this case, as 
evidenced by the declaration of Dr. Jeschke, it was not predictable that cationic/cholesterol 
liposomes would be able to attenuate a hypermetabolic response. Thus, there would be no 
expectation of success in the combination of Coffee with of either McDonold or Yang. Hence, 
no prima facie case for obviousness has been set forth on the record. 

Third, none of the references of record teach or suggest the surprising and unexpected 
results obtained with the methods of the instant invention. "A greater than expects result is an 
evidentiary factor pertinent to the legal conclusion of obviousness" In re Cor kill, 711 F.2d 1496, 
226 USPQ 1005 (Fed. Cir. 1985). Such a greater than expected result is realized using the 
methods of the invention. Specifically, the instant methods have a greater than expected effect 
on burn wound healing in that they attenuate the systemic hypermetabolic response. As 
described in the declaration of Dr. Jeschke (submitted with the November 22, 2006 response to 
Office Action) studies set forth in the instant application demonstrate an unexpected systemic 
effect achieved when cationic cholesterol containing liposomes (even with out nucleic acids 
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encoding growth factors) are administered locally at a wound site. These effects comprise short 
term weight gain, increases in serum protein and transferrin levels, and a decrease in serum 
levels of type I acute phase proteins and proinflammatory cytokines in treated animals all of 
which are favorable markers of recovery from injury. As described by Dr. Jeschke these effects 
constitute an attenuation of the systemic hypermetabolic response to injury. None, of the prior 
art of record teaches that locally administered cholesterol containing cationic liposomes could 
achieve these systemic results. Thus, the systemic effects of the instant methods on 
hypermetabolic response to injury constitutes a difference in kind that would not be predictable 
from the art of record. Hence, even with-out a nucleic acid encoding a growth factor 
compositions of the invention comprising cationic cholesterol containing lipids significantly 
reduced the hypermetabolic response. None of the art cited by the Examiner alone or in 
combination teaches any advantage to the use of cationic cholesterol containing liposomes much 
less the surprising and unexpected results achieved by the methods of the invention. 

The Examiner has acknowledged the declaration of Dr. Jeschke that highlights the 
surprising results achieved with the use of cationic cholesterol containing liposome formulations 
but nonetheless finds Applicant's arguments "not persuasive." Specifically, the Examiner states 
that treatment of hypermetabolic effects is secondary to treatment of the burn injury. However, 
even if this is the case, the improved outcome resulting from the use of cationic cholesterol 
containing liposomes is no less surprising or unexpected. Furthermore, the Examiner states that 
the effects of cholesterol liposomes on hypermetabolic response are inherent in such liposomes 
and thus it is the burden of the applicant to show "a novel or non-obvious difference between the 
claimed products [method?] and the products [methods?] of the prior art," (page 8, of the 
February 13, 2007 Office Action). However, these arguments seem irrelevant since the supposed 
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prior art methods must necessarily be a result of the Examiner's combination of the Coffee and 
McDonald (or Yang) methods. As the Examiner acknowledges none of the cited references 
teach the use of cationic cholesterol containing liposomes (with or with a nucleic acid encoding a 
growth factor) for treating a burn injury or hypermetabolic response. Furthermore, there was no 
teaching or specific motivation in art to use such liposomes in a burn injury and certainly there 
would have been no expectation of the success much less any expectation of the surprising and 
unexpected results exemplified in the instant application. In view of the forgoing arguments and 
evidence Applicant's assert that the Examiner's rejection of the instant claims as obvious is 
erroneous. It is therefore requested that the pending claims be passed to allowance. 
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